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^P7s/) o^>x;p*^) ) rsy] mm at 

) 

(2) 2- [ (N--f yyf/L'-N- (4- (4-^^ 
A^yyjK'TS J ) ^y-feV^W- /W) ) 7S/] 

(3) 2- [ (N-^a^^/Uy-f-^-N- (4- 
( 4 - * f-rt^.i'V-f ;I/T 5 y ) onf yx/is*— 
>v) ) rsy] Pi? (<fb£ft3> 

(4) 2- [ (N-y;u^y;Mf^-N- (4- 

;W ) rsyj PR (ftl^H ) 
( 5 ) 2 - [ (N- (4-* h^^y : J)V) -N- 
(2- (4-^f;Ky^;l.7Sy) ^yMfy-y^tf 

-ao ) 7$y] BtiR <-fto^i%5) 

(6) 2- [ (N-i^u^ri'/kXf-^-N- (4- 
( ) X)V-fc— )V) ) 7i 

y] mm ut&»6) 

(7) 2 - [ (N-- f V7"f;L-N- (4 - (4-yb 

^^vM^rsy) ^^Hfyxyw^-zw) ) rs 
y] «t^*7) 

[0033] (8) 2- [ (N->f//f^-N- (4 



- (3-i/777i-;H <>^*>".X;l^fc— ;)✓) ) 7S 

/] mm at^ms) 

(9 ) 2- [ (N--f V7'f;P-N-2- (5 - (3- 

(10) 2- [ (N-^V7"f/l-N- (4- (2-tT 

n'jy^i-7Sy)^ y-t* yx^*-A ) > r 5 y ] m 

(11) 2 - [ (N--f VT^/P-N- (4- (5-y 
f;H2-f7^/i7S7 ) 'sy-fe'yxA-*^) ) r 
sy] ihk (ft-awi i ) 

( 1 2) 2- [ (N--f V^-N- (4- (4- 

(2-r$yxhJf5/) <yy">f;P7$7) ot'y^ 

;W*-/P) ) T5y ] ■ t&I&K (flS^ft 1 2 ) 
( 1 3) 2 - [ (N-^fV7"f^-N- (4- (3-y 

f^x-zi') \yt'yxw-;v) ) 757] it® 

Mfcd*l 3) 

(14) 2 - [ (N-^V7'f^-N- (4- (2- 
( 2-T5yxhJfix) O-VW ;PT5y ) 'OMfy;*. 
;^~;U) ) T 5 y ] mm • i&M& 1 4 ) 

[0 0 34] ( 1 5) 2- [ (N- (3-K3'J;H - 

n- (4- (4-y h^yy-frt'Tsy ) ^y-try 
x/nh^/p ) ) r 5 y ] ifflft HbHrtSs 1 5 > 

(1 6) 2 - [ (N-fV7'f;l-N- (4- (4-y 

f;i/7x-;i) <yfy7W-;P) ) 757] mm 

utami 6) 

(17) 2- [ (n-4 yyf-^-N- (4- (4-y 
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(11) 



h*r> ?x-/H X)\s*-)V) ) 75 y] fm 

< ilfrVa 1 7 ) 

(18) 2- [ (N-^y7'f./P-N- (4- ( ( 2- 

< 2-T = ya:b^><) -4-y F-^rv-) <V*£>X)V 

7\-.:->i ) ) r 5 y ] mm ■ £g&& ut&m 1 s > 

( 1 <: > ) 2 - [ (N~-f Vy^tl—N- (4- (3. 4 
-> A V*^7^-)V) ^>-t£VX)VTt-)V) ) 7* 

' 1 wife ( ft-^fe l 9 ) 

( J (I) 2- [ V7"f-/l—N- (4- (5-y 

.,. n _ ^ -fx-;l.) ^y-fe'y^A-Tfc:^) ) 75 y ] 
fit ft--: < (L.^20) 

i J 1 > 2 - [ (N--f V^yp-N- (3- (4-y 
I v, '«> V-f;ixr5y ) <y-fe>x;^^;P) ) 75 
' . nin* <ffc£W2 l ) 

[ i - « » ^ «? 3 ( 2 2 ) 2 - C < N— -f V y'f-/L-- N - 

• I '. h^fy7i-/K <y-b>^*- 
•t • > -''= 7] BHB Utitm22) 

• _ -i t 2 [ (N-tr^V— ;wy^-/u-N- (4-y 

I * , VW/PTSy ) ^i'-ty^^*-^) ) 7; 

_ j • j [ (N-^fy/f/u-N- (4- (4-y 

i tyx;^-^7Sy) O-b'yxyi^J^ 

■i •--'•;/] Kig (-ft^2 4) 

• _ t N hFn^f^-2- [ (N--fyy>/U-N 

• i ' 2 -^y-f ;ursy ) <y-t'y^W- 

•; i / J — T-te h7S K (fc£*2 5 ) 

_• • \-t Hodf^-2- [ (N-^fV/f^-N 

i ■ i f ;Kyy ^7 5 y ) ^yf y^;i^ 
t ->i ■ ■r;y]rth7$K(ft^l2 6) 

• \ -tKn^y-2- [ (N-^^o^>-;U 
. - -i \ - ( 4 - ( 4 -y fyKy/'f ;U7 5 y ) < 

•• . '• 'l 1-. -~iV ) )7Sy]7-feh7SK( 2 

. » % ( 4 - ( 4 - y h ^ s^O- V-f /U7 5 J ) 
. . ».: . VI ) 757] 7-b h7SH <fb£*S 

{.......J (29) N-tKD^fy-2 - [ (N — 

l . | -iy\yy;l.) -N- (2- (4-^f;K 
: " ( 'I ; / ) ) 7Sy] 7-fe 

I '* - I y fL&^2 9 ) 

■ mii N t Ko=^-2- [ (N-is?a^is>V 

<-»»i n- (4- (2— f-y-ffl'Tsy) ^y-tr>x 

(l.t ~U ) i 7*y] 7-feh7$H (-ft-^53 0) 
( ■> 1 > N tFo3f£y-2- [ (N-^fyy'f^-N 

- i i - < i-y h^fi"<.yy^;i/7$y) o-eyx 

H :r.->l > ) T 5 y ] T-fe h 7 5 K (<ft£!fa3 1 ) 
( t 2 ) N tFo^fy-2- [ (N-jyyf/l/-N 

- ( l - ( 3-y7y7i-;H <>-&>X)V*— 

)l ) ) r*y] 7tb7S F (lt£*3 2 ) 




IfffiW 11-236369 



(33) [ (N-'fyyf^-N 
-2 - (5 - (3-y7y7x-;H f*7xy) XIV 
it-)V) 7iy]7th7SK (<fi^Hj3 3) 

(34) N-tFD^fy- 2- [ (N-'fVT'f^-N 

- (4- ( 2 - to ij y ;i-7 s y ) ^y-t'yy,/^- 

)V) ) 757] 7-feh75 h* Hfcllrtij34) 
(3 5) N-tKnJfy-2- [ (N-^fyy'f^-N 

- (4- ( 5-y^-;w-2— ry-f /i/rsy ) 'o-tfy 

x;^-;b) ) 757] T-tehTSK (ffc-&«B3 5) 
[00373 (36) [ <N— -f 

ym-N- (4 - (4 - ( 2-T5yxh^>) 

yy-r A'T 5 y ) ^y-fe'yy./u*— ;w) ) 75 y] r-t 

h75 H • <fl;-&ft3 6 ) 

(37) N-tKndfv— 2- [ (N--f y/f^-N 

- (4- (3-yf^7x-/t/) -^y-b'y.x/u*- 
;p) ) ray] 7-th75F (f^3 7) 

(38) N-tKn=*y-2- [ (N->(y7f^-N 

- (4- ( 2- ( 2-T5yxhdr^) ^y^Af/wrS 

y> ) x)\,*-)V) -fyrwsy] r-feh 

7SH «b£%3 8) 

(39) N-tFn^y-2- [ (N-t°3 U/U- N- 

(4 - (4-yh^y<yy^f^7sy) ^y-tfyxyp 

*-yp) ) 757] T-bhTS K (^tt3 9) 

(40) N-tKo^-y-2- [ (N--T y7f/P-N 

- (4 - (4-yf;V7x-;H <y-fe*yxyw^r: 

;W ) 757] 7-th7* H (ft^|4 0) 
(4 1 ) N-t Kn^f 2- [ (N-^vyf/P-N 

- (4- (4-y l^y7x-A0 \yt'yy;^- 
IV) ) 757] 7bh75 K (€^4 1 ) 

(4 2) N-t Fu=3f y-2- [ (N-^yyf^-N 

- (4- (2- (2-757Xh^y) -4-7K 

y) ^yy>f /WTsy) ^y-fe'y^./i'*^.^) ray] 

T-b h75 F ■ IS^ia ( *fc£fij4 2 ) 
[00383 (43) N-bKn^y-2- [ (NH 
y/f^-N- (4- (3, 4-y'7h^y7x-;l/) 
^yb>AW^^) ) 7 5 y ] 7-fe h 7 5 H (-ft^ft 
43) 

(44) N-bF'n^fy-2- [ (N-iV7f;P-N 

- (4- ( 5-yf-;P-2-^-x^yu) \y-t*y^M 
nyl,) ) 75y] 7bF7 5F (M44) 

(4 5) N-bFD^y-2- t (N-^fy/f^-N 

- (3- (4-y h^y<yy>f A-7$y ) ^yb'yx 

yp^-yp) )75y]7bF75F(-(^4 5) 
(46) N-tFD^y-2- [ (N—fy/f^-N 

- (4 - ( 3-y F^y7x^) wt'yxw- 
;k) ) 75 y] 7-bh75 H (<(t-&fli4 6 ) 

(4 7) N-t h'ndfv— 2- [ (N-b7V"-;k7f 

yw- n - ( 4 - y h y^yyw >vr 5 y ) ^y-t'yx 

y^-yp) ) 757] 7-bh7 5 K (it^Al ) 
(48) N-tFn^y-2- [ ( N - A V 7&)V- N 
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(12) 



- (4- (4-7 h^^y-^yx^—tur^y ) ^ 
yfyxyw^H ) rsy ] r-bhrs f hl.^4 

8) 

(49) 2- [ (N-4 7 7'fvW-N- (4- ( 4 -7 

h^fy^y^^rsy) ^y-tfyx/^-zH ) 75 

7] pg?xf-/i^x.xf-/i,- (^fe4 9 ) 
[0039] (50) 2- [ (N-^fV7'f^-N- 

(4- (4-^Hy7x^) \y-t'yx/i/*^ 
) 7i/] p&fx^x.Xx/l' ((1:^5 0) 
(5 1 ) 2- [ (N-^y/f/l-N- (4- (4-h 
FDJfy7i-;K <y€yx;^-^) ) 75 7] p 
8? ( ft-^5 1 ) 

(52 ) N-th'n^y-2- [ (N->fV7f^-N 

- (4- (4-h Hn^fy7x-^) \y-fe'yx;i/^ 
/I') ) 757] 7-bF75F (it^55 2 ) 

(53) 2- [ (N--f vy^.H— N- (4 - (3, 4 
-ytH'Dify7x-;H 0-fe>X;^x;U) ) 7$ 

7] PS? at-^53) 

(54 ) N-tKodri/- 2- [ (N--fV7'f^-N 

- (4- (3, 4-y'bKn^y7i-/l/) ^y-tr/x 
/Urtx/U) ) 75 7] UL£4$!l5 4) 

(55) 2- [ (N-^V7'f^-N- (4 - (3-7 
i/7x-;K XA-*x;|^) ) 757] mWL 
((t^ft5 5) 

(56) N-hl'DJfy-2- [ (N-fV/f^-N 

- (4- (3-7S77x-W Ky-VyXH-fr- 
>V) ) 7S7] 7-bF75 F (-f^l55 6 ) 
[0040] (57) 2- [ (N-fV 7*f-/U- N - 
(4- (4-*/hf J ry7x-/P) <y-t'y^- 
)V) ) 7S7] Ut&tt5 7) 

(58) N-hFodf^-2- [ (N-^V7f^-N 

- (4- {A-tuV^^y s.~)V) \y-k'y^W" 
*) ) 757] 7-t F75 F HLl^.5 8) 

(59) 2- [ (N--f 7 7"f7l—N- (4- (4-7 

l^y-3-7f;i^7x^) ^y*iyxiv*~)V) ) 

757] pus ut&m59) 

(60) N-bFoafy-2 - [ (N-4V7f;l/-N 

- (4- (4-7 F^-3-7^7iX/^) O-fc: 
>-X/L-tfx/W) ) 757] 7-feF75F (^fel6 0 ) 

(61) 2- [ (N-4 y/f/P-N- (4 - (4-h 
Hn^y-3-7f ;i-7x-^) <y-€yx)i<-fc— 
>v) ) 757] p|g utiame 1 ) 

(62) N-tFD^fy-2 - [ (N--f yyf;p- N 

- (4 - (4-h KDJf-3-7fyi-'7x-;P) 0--h* 
>-7.;^^;U) ) 757]7th75 1' (ft^62) 
[004 1] #%aflcox;u* yr 5 F'S&Hftti, M M P 

s i,zi. zmmft-? f -y ? xcoss^tcias-r 




ft 11-236369 



10~-1000mg£l -m@tZ^-(tT^-f h ZtlZ 
[0 04 2] 

[f£ffl] #^0-j&5£ ( I ) T^^ix^'ft^i. 'A 

iZTFi-mmi&m i o ^><o j: o t, ahx^ m m p s pi 
mhki : mmp-1 ( ii3 5yt-t') msff 

MMP-1 ( Ila^^tHf) HWJgftli. hFft« 

ttt^m^M m p - i ( asa&pHrwr-f )&ifim 

3 5ft- fc'*£fl:8ffl5£*-y F (a^CAtt^r^) 
UfcH*BtSfc:.J: 9iF«Ui (E. D.Harris, Jr.et.al._M 
ethod Enzymol.,82,423. (1982) ) Q -f3r;b*>. 0. 0 1 
U/nri 1 OMMP- 1 s 1 0 1 °~- 1 0 5 MCDiRfeCD-ft 

symmfiF i Tcmytmmtfz 1 135-yy (50^ 

g)£200mM NaCl,5mM CaCl.^ 
trO. 0 5M Tris/HC ll&ffiffi. <pH7. 5) 50 
0;u 1 4^:8^3 7 ^^"SH^^a^—FL/I. 
200mM NaCl, 50mMo-7xfyhO l jy 
&IfX^7-;k2r^tfO. 05M Tris/HC 1 Jf ffft 
(pH9. 5) 2 0 0« 1 £ffl^T£<ORj££ihft. 1 

5 o o o g -c i o tiffimwrn Ltz. z (?>±.mmv>SMB 

ifcK4 95nm, ffi:ttK5 2 0 nmiCtSttSffij^JK 
»»#*s£r#ftfc. 

ft, 5 0%ffl«ftK ( I c 60 «) ZM-iULti. zco&m 

i^L 1 iZTjk-t. 

[0043] mmMM>2 : MMP-2 (-fc'^^r— - t* 
A ) fcMMP-9 ( h'^f-T— f B ) tfjfi&Sflsffl 
MMP-2 (iCOS-1 « ( S-fb^Sf^P/f ) Cipro M 
MP-2cDNA^h7y77x7M. 3 BBUS§H- 
S £ t «t Off t>tLtzt%m±m^<?>proMM P - 2 £ 1 
raM<04-7Sy7x --^*«»Ktc J: *) iSttfc Ltz 
±fc, MMP-9tih F^ltl^JMIfflB&Eia* (1* 

x^tt^tf-r ) €rfflv\ iswMffii i vmzijyi— v 

iZX^WMLfz (Biswaz,C.et al. , J. Cel 1 . Biochem. ,2 
8.39,(1984)), 0. 0 1 U/ml<?)MMP-2*6l ( » 

wmL-fzwmu-yy (*?>>%m&m, 25ms) 

Sr2 0 0mM NaCl, 5mM CaCl 2 ^ttf 
0. 0 5M Tris/HC 1 Jgif jft (pH7. 5) 100 
1 «*>ti3V4T4 2*CT4^-f y^j.K~ b Lfz. M 

m p - 1 ^m^tzmmm^^tmm^mnzj: o , 
*^t4 1 vm^y-yycvfrz&c^mzx oajes 
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k $<7)mmttffim.wmz?£#>. 5 oxmmmm. ( 1 c 60 

ft) £*iiiL*:. *<olS»**lfc:*r. 

[0 0 44] iISMMP (MMP-14) 

MM P - 1 4 liH T 1 0 8 0 m£&lM%&M£ 3 yj] +/i 

v y a 4 0 u MT-f m u 12 n#rat§*f£ii]iK LfcaiiH 
»a»*»3Kai: l/c. mm p - 1 4 &&msame> 

&lt'&ty}Rtf&nt UMOCAc-Pro-Le u- 
Gl y-Leu-Ajpr (Dnp) — A 1 a-Arg 
-NH 2 <*W*KW9aJK 3 163-v) 10wM5: 
0. 2MNaCl, 10mM CaCl 2 . 0. 02% 



(13) W'lfT 1 1 - 2 36 3 6 9 

NaNs&OT. 05%Bri j355rttf5 0mMT 
ris-HCl ftffjff ( P H 7 . 4 ) *3 7°CT'2B#Rg 
-Y >-3f j-^— h Lj^„ 4fg*iOSodium acetate Buffer 
(pH4. 0) Sr^jp-T^ClfctcJ: 0SJCG2r#ihS-y:, 
lgtl3 2 8mm, &3fe»£3 9 3 mmK&ft&^ft 

c 50 ffi) s-rnajL^. ****** 1 

[0 04 5] 

[fll-1] 





MMP - 1 


MMP- 2 


MMP-9 


MMP — 1 4 


1 


NE(10- 5 M) 


2.9X10- 7 M 


3.2X10-6M 


10.1% UO- 5 M) 


2 


NE (10" 3 M) 


1.9X|0r 7 M 


6.6X]0* 7 M 


13.7% (10* 5 M) 


3 


NE(10- 5 M) 


2.1XiO- 7 M 


l.3X|0-«M 


NE(lfr 3 M) 


4 


NE(I0 3 M) 


l.9XI0 7 M 


3.0XI0*M 


NE(10' 3 M) 


5 


NE (10" 5 M) 


NE (10- 5 M) 


NE (10- 3 M) 


NE(IO- s M) 


6 


NE(10' 5 M) 


1.8X10" 7 M 


2.8X10-*M 


NE(10- S M) 


7 


NB(10- 5 M) 


9.7X10" 8 M 


K2X10- 6 M 


NE(1(T 5 M) 


8 


NE (1<HM) 


30.1% {10- 5 M) 


11.9%<10- 3 M) 


NE<I0- 3 M) 


9 


NE (1(T 3 M) 


NE(10- 5 M) 


NE (1(^ 5 M) 


NE(I0 5 M) 


10 


NE (10- S M) 


2.7X10«M 


44.5% (10- 3 M) 


NE(10-*M) 


11 


22.4% (lO s M) 


4.7X1(T*M 


5.6X10 7 M 


NE (10' S M) 


12 


NE<IO- s M) 


2.2X10" 6 M 


14.9% (10' 5 M) 


NE (10" 5 M) 


13 


NE(lO s M) 


5.5X 10- 7 M 


3.8X10" 6 M 


- NE(10- 5 M) 


14 


NE(10 3 M) 


7.0Xia 6 M 


41.8% (10" 5 M) 


NE(10 5 M) 


15 


NE(10 5 M) 


3.4XlOr6M 


17.4% (10- 5 M) 


NE(10- 5 M) 


16 


NE (10' 3 M) 


9.6X10r?M 


4.3 X 10- 6 M 


NE<10' 5 M) 


17 


38.7% (JO" s M) 


2.9Xia 7 M 


2.9Xlfr fi M 


NE(10' 5 M) 


18 


NE (10 - 5 M) 


NE (10- 5 M) 


NE(l6 3 M) 


NE(10* 3 M) 


19 


63.2% (10 5 M) 


26.1% (10 3 M) 


1.7X(0 6 M 


13.6%(lfr 5 M) 


20 


NE(10 5 M) 


26.8% (10 3 M) 


5.2X10 7 M 


NE(I0 5 M) 


21 


NE<10* 5 M) 


11.6% (10r 5 M) 


NE<10- S M) 


NE(10" 5 M) 


22 


NE <icr 5 M) 


7.5X10" 6 M 


16.4% (I0" 5 M) 


NE(10 5 M) 


23 


NE<t0" 5 M) 


12.3% (IO- s M) 


NE (tO~ 5 M) 


NE(10' 5 M) 


24 


11.2%(10" 5 M) 


10.0% (10 5 M) 


NE(10" 5 M) 


NE(10- 5 M) 


25 


23.7% (10" 5 M) 


2.7X10-*M 


1.4Xia 8 M 


5.5X10" 7 M 


26 


17.7% (10 3 M) 


2.2Xlfr*M> 


3.3Xlfr 9 M 


83.6% (10 5 M) 


27 


22.4% (10' 3 M) 


8.7X|0" 9 M 


l.5X|0" 8 M 


70.9% (10" 3 M) 


28 


40.9% (10- 5 M) 


3.4X|0*M 


2.3Xltr 8 M 


3.5XJ0- 6 M 


29 


NE 00" 5 M) 


I2.8%(10- 5 M) 


NE(10" 5 M) 


20.7% (10- S M) 


30 


31.5% (10" 5 M) 


4.3X|0*M 


2.3 X 10- S M 


70.7% (ICT S M) 


31 


33.6% (10- 5 M) 


2.2X10" 9 M 


1 .4 X 10 B M 


2.9XI0' 7 M 


32 


NE (10 5 M) 


1.5X10 7 M 


2.4X10 8 M 


2.8X10 7 M 



[0046] 



[fJl-2] 
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(14) 



WmW- 1 1 -2 36 3 69 





MMP-1 


MMP-2 


MMP-9 


MMP- 1 4 


I 33 


32.8% (10 5 M) 


1.0Xl0 6 M 


1.4Xia 6 M 


4.1X10 7 M 


34 


38.8% (10 3 M) 


1.2X10 B M 


6.2X10 8 M 


KIX|0 6 M 


35 


NE (lfr 5 M) 


4.6Xlfr»°M 


3.9X10-9M 


1.6X10-6M 


36 


59.0% (lfr 5 M) 


5.5X10 9 M 


2.2X]0-'M 


6.5X10 6 M 


37 


74.5% (10- 5 M) 


3.7X10' 9 M 


2.0X10- 8 M 


1.1 X10 6 M 


38 


NE(10" 5 M) 


4.5X10 7 M 


3.1X10- 7 M 


34.8% (10~ 5 M> 


39 


NE(10" 3 M) 


3.4X10 7 M 


3.2X]0* fi M 


NE(10" S M) 


40 


60.3% (10 5 M) 


8.4XI0 9 M 


6.9X10" 9 M 


7.2X|0 7 M 


41 


100% (lO^M) 


4.2X10 9 M 


2.5XtO- 9 M 


4.8X|0 7 M 


42 


NB(IO" 5 M) 


3.3X10*M 


32.2% (10- 5 M) 


l.8XI0 6 M 


43 


68.9% (10 S M) 


4.2X10" 7 M 


1.!X10 8 M 


I.1X)0' 6 M 


44 


NE(10' S M) 


5.2X10- 7 M 


K5X10' 7 M 


NE(I0" 5 M) 


45 


Nfi(l0 5 M) 


6.9X10'M 


I.4XKT«M 


9.0X]0 7 M 


46 


NE(10 5 M) 


2.2X10" 8 M 


1.0X10- 7 M 


4.2X10~ 7 M 


47 


NE(10 5 M) 


».3Xia 7 M 


17.9% (10- S M) 


NE(10 5 M) 


48 


10.8% (!0- 3 M) 


KSXiO'^M 


NE(10 S M) 


8.1X10" 7 M 


49 


NE(I0- 5 M) 


5.5X10-*M 


7.2XI0" 7 M 


NE (JO 5 M) 


50 


NE<J0- 3 M) 


NE(ia 5 M) 


NE(10- 5 M) 


NE(10 3 M) 


51 


NE(10* 5 M) 


6.5 X 10" 7 M 


3.5XI(T 6 M 


NE(10 3 M) 


52 


3.5X10* 6 M 


2.3 X 10**M 


2.2X|(T 8 M 


4.1 X 10" 8 M 


53 


NE(10 3 M) 


NE(10 5 M) 


36.8% (10 5 M) 


NE(10 5 M) 


54 


4.4Xlfr 6 M 


3.3XI0«M 


l,5XIO- 7 M 


1.7X10 7 M 


55 


NE(10" 3 M) 


9.3X10- 7 M 


1.0X1(T 7 M 


NE(10- 3 M> 


56 


3.3X10- 6 M 


2.7 X 10- 9 M 


7.3X10" 1(> M 


2.4 X J0* 7 M 


57 


NE(10 5 M> 


3.9X10^ 7 M 


1.2X|0* 6 M 


NE(10- 3 M} 


58 


21.2% (10" 5 M) 


2.4X10" 7 M 


4.5X10~ 8 M 


6.0X10 7 M 


59 


NE(10- 3 M) 


1.2XI0 7 M i 


15.7%(i0' 5 M) 


NE (10- 5 M) 


60 


6.2X]0" fc M 


2.0X10- R M 


6.8X10- 9 M 


2.0X10-*M 


61 


ME(IO 5 M) 


5.4X10" 6 M 


1.0X10* 7 M 


NE (10* 5 M) 


62 


46.5% (10 5 M) 


9.8X!0-*M 


3.5X10" 8 M 


1.9X10- 7 M 



[0047] 

2- [ ( N->f y/fyi-N- (4-r*y< 

ife. 

( A ) 2 - ( -f V 7»P ) T 5 ;i^if^f/l^ 
(€3 0) 
[0048] 
[ft3 0] 



V>=1 : 3) tUMU W«aW)l8. 4gf# 
fc. 

MS (m/e ) : 15 9 ( M + ) 

(B) 2- [ (N--f yyf/L-N- (4--ho\y 
•fc'y^/I^X/U) ) g£i£xf-/UXXf-/U (^3 

1 ) 

[0050] 
Ht3 1 ] 



Et0 2 C, 



Et0 2 C 



H 




NO, 



[0 04 9] 4V7j-JlTZy (7. 8g) tN-Xf 
V7"ntVPT (13. 7 g ) * s JX+)VtiiiV 
AT 3 K (3 0m 1 ) £jSJ|?U OWItfUc, .TiX 
C^ntftitxfyl/ ( 1 5 g ) ^Jp^. 0°CT3 OriHt 
fF L*:f£. Sffl-C 3 . 5 B#HJ1# Lfc . 50ml|: 
fttt, IHftx^-cttffiLfc (2 0m 1 X3) . ilx 



[005 1 ] ±fS###!l<7> (A) t#t75y (4. 0 
g ) t N -X-^;P>M V 7°n t°;PT *y (3. 2g)^ 

f;^;^7s k oomi ) izmmt. o'cxaa 

Wttc. <xix£MeOH7 0m 1 jffiKtZffflf U 10% 
N aOH 3 Om 1 &Jniaffl'C2«!f|BBH ! FLJt. dfXC 
p-'ho^fy^Wx/^a^^H (4. 7g) 
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(15) 



Ltc. **3 0ml £*>»i\ WF&3.+Mb&l,tl ( 2 0 

mix3). wm^)i>m*mo&m?ii~cmftL, 
TM*Ltz. *>»u mmixi^v^y^y^ (mm 

m-)V: n-^^>=l : 2>T«NKU BWft7. 
2 im&CD&Skt LT»fc. 11*7 5 - 7 6'C 
IR(cm') : 31 00, 2950, 2866, 17 
43. 1 608 

MS (m/e ) : 301 (M + -4 3) , 271, 25 
1, 1 86, 59 (BP) 



0. 9 2 ( 6H, 
t , C H 3 ) , 1 
08 (2H, d, 
CH 2 ) . 4. 12(2 



d. (C 
85 

C 



1 H-NMR (CDC 1 3 ) : 
H 3 ) 2 ) , 1 . 2 0 ( 3 H . 

( 1 H , sept, C H ) , 3 . 
H 2 ) , 4. 05 (2H, q, 
H, s. CH 2 ) , 8. 02 (2H, 
8.3 5 (2H, d, 5r#Ss) 

(C) 2- [ (N-^fV/f/l^-N- 
■eyx/l-fr-ru) ) ^igx^/uxx-r^ (it 3 

2 ) comm. 

[00 5 2] 
[ft3 2] 



Et0 2 C 




nmW- 1 1-236369 



0 



[0053] ±ia##<9ijc7) ( b ) x-ntzit&m ( 6 
s) Kx^y-zp (iomi) t^^v'^A • mm 

( 0 . 6 g ) £A*U 7km*fXTmM&7iLtz. -fe5-f 
h -C^jS L . «l§ LT >- y i] y>l *} 9 A ( IHSx*-^ : 
n— *v*tr>-=l : 3 ) TflfSU BW&4 . 9g^ 
Sffe<7)teft fc t T »fc . Si* 5 8 - 6 0 *C 
IR(cm') : 3472, 3376, 2950, 17 
37, 1 5 99 

MS (m/e ) : 314 (M*) 

'H-NMR (CDC1 3 ) : 0. 90 (6H, d, (C 
H 3 ) 2 ), 1. 20 (3H, t, CH,) , 1. 85 
( 1 H . sept, CH) , 3. 00 (2H, d, C 
H 3 ), 3. 95(2H, s, CH 2 ) , 4. 10(2 
H, q. CH 2 ) , 6. 65 (2H, d, , 
7. 6 0 ( 2H, d, ^#il) 

[0054] mwm 1 ■ 

[ (N-^V/f^-N- (4- 

( 4 - ^ f-;Ky/^ >wt 5 y ) ^yt'yxw- 

71-) ) 75/] T-trhT5 K Mfc£*|3 1 ) 
( a ) 2- [ (N--f V7'f;l/-N- (4- (4~* h 

* i/^^V J JUT $. / ) 'v.yHf^X/^X/P) ) r$ 

/Jlixf^XXf^ ( lb^4 9 ) 
[0055] 
[ft3 3] 



EtQ 2 C 




NHCO 




^ // 



OCH, 



[0056] miZ<rf^m<n ( c ) "&&S>tvfcM&Mi 

( 1 . 0 g ) Srt'J > ; > ( 1 Orn 1 ) (ZMML. OTTC 

(0. 6g) trini, S2St'2. 5B#raJttft/c. jftNl 
L. 1 0%*SBrri8tttLfcatciB8x-f-;i'-CttajLfc 
( 2 0 m 1 x 3 ) . ffl®x^/W»£fl#I:feffi*-Cifcfr 

A (BfffiX-^: n-^fy= 1 : 1 ) TlfKU B 
mm 1 . 2 g SrfifeOtefti: LT»fe. M122-1 
2 3"C 

IR(cm') : 3448, 2950, 1749. 15 
06, 1 34 1 

MS (m/e) : 405 (M'-43) , 375, 30 



H0 2 C 



0. 90 (6H, 
t, CH 3 ) , 1. 
03 (2H. d, 
, OCH3 ) , 3 . 

CH; 



d, (C 
8 2 
C 

98(2 
) , 6. 



0 (BP) 

'H-NMR (CDC 1 3 ) : 
H 3 ) 2 ), 1. 20 (3H, 
( 1 H, sept, CH ) , 3 . 
H 2 ) . 3. 88 (3H, s, 
H. s, CH 2 ) . 4. 05 (2H, q 
9 0-7. 9 0 (8H, m, 3§=#«l) , 
H, s , NH) 

(b ) 2- [ <N-4 V7'f;l-N- (4- (4-*h 

y] mm uti&a>7) comm. 

[0057] 
[ 11:34] 



8 . 0 2 (1 




NHCO 




OCH, 
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(16) 
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[0058] 2 - [ ( N -A Vf+jV- N — ( 4 - (4 
-y h^r^W-f/WTSy ) ^^-fe'^X^— /U) ) 
T 5 7 ] ilxf^xxf^ (^^54 9 ) ( 1 . 0 
g ) £x?y-/U (5ml) tc»J»Ls Tfdtfti- h U 
-MO. 1 3g) k* (2ml ) *Jni.TMiaT2l^ia 
f«f Lfc . «« U 10 %tSS?T-SH±tC U£i:<r*K fi 

it. BWttO . 9 1 g H.£ 180-18TC 

IR(cm') : 3388, 2962, 1728, 16 
65. 1 530 



BnOHNOC. 



iH-NMR (CDC 1 3 ) : 0. 90 (6H, d, (C 
H 3 ) 2 ) , 1. 85 ( 1H, sept, CH) , 3. 0 5 
(2H. d, CH 2 ) , 3. 89 (3H, s, OC 
H 3 ) , 3. 98 (2H, s, CH 2 ) , 6. 90-7. 
9 0 (8H, m, 5r#iS) 

(c) H-Lyi/I^^is- 2- [N— < Vy-f-fV-N 

- (4 - u-y h^^o-v-fyprsy ) <>t>X 
/b*-/U> )7$y] TtbTi H^Hffi. 

[0059] 

[^3 5] 




-NHC 1 




OCH ; 



[0 0 6 0] 2- [ (N-^fy^-N- (4- (4 

-y h^ovAfUT^y) <y-e>x)\,*—)u) > 

T$y] Pit (fl;-&ft7 ) (0. 8g) §y^f/W 
AT 5 K (3 0m 1 ) IZBML. 0'CT«ILt„ Zix 

{zi-jsa Ho=3r^- 1 H-<yy> ijrv-^yA 

^fFl/^h (HOBt) (0. 36g) tN-lfM 
^^(NEM) (0. 5 2 g) S:SDi.3 0iJ«fFL 
fc. Cftfc'Cy^tKnif^TSy (0.37 
g) , 1 - ( 3-z^X^TS.yya^/l-) -3-x^- 
i\^ij)Vif^JA 5 bVvf Ko^D7^F (WSCDI) 

( o . 4 4 g ) *m*.m&x'4 mfflntft ut. < 1 

0m 1 ) tC&tt. BtSX^/UTtttfiLrt: ( 2 0m 1 X 
n-^f^>-=l : 1) TfiflKU 9g 

* m&ete&t txnti . mus 1 4 5 - 1 5 o°c 



HOHNOC 



[ 0 0 6 2 ] ±R ( c ) T'&tzlt&fy) ( 0 . 9g)5f 

h7t Yuyyy (10ml) iii(c 5% 

^S^A ■M(90mg) £ Ai'U 
>i7EL*:„ -b^-f bTiriliU iWSlyTX ?y-;UT1? 
ISftS-lt&fcBWftO. 5 1 g*afe««g B H H i: LT# 
fc. Mt£l 6 9 - 1 7 0°C 

I R (cm 1 ) : 3320, 2950, 1659, 15 
93. 1 335 

'H-NMR (CDC1 3 ) :0. 92 (6H, d. (C 
H 3 ) 2 ) , 1 . 9 0 ( 1 H . sept, C H ) , 3 . 0 0 

(2H. d, CH 2 ), 3. 75(2H, s, CH 2 ) , 
3. 90 (3H, sOCH 3 ) , 7. 0 0-8. 00 

(8H. m, 

[00 6 3] HSfefJ|2. 



IR(cm') : 3250, 2980, 1659. 1 6 
0 5, 1 5 06 

iH-NMR(CDCl 3 ) :0. 85 (6H, d. (C 
H 3 ) 2 ), 1. 7 5 ( 1 H , sept, C H ) . 2 . 8 5 
(2H, d,CH 2 ), 3. 60 (2H, s, CH 2 ), 
3. 88 (3H, s, OCH 3 ). 4. 91 (2H, 



-7. 9 0 (8H, m, 5r# 
s. NH) , 9. 1 5 ( 1H, 



s , CHj) , 6 . 90' 
1%) , 8. 1 5 ( 1 H, 
s , NH) 

(d) N-bh'nJf^-2- [ ( N — -f V y'^f-zl — N — 

(4- (4-y h^-v-ovM^-TSy ) <y-t»>x;b 

*-;b) ) T-febTS H Ht^fl0 3 1 ) COM 

[006 1] 
Ut3 6] 




NHCO 




* // 



-OCH, 



N-tKodf^-2- [ (N--f V7'f-;U-N- (4- 

7] T-tbTS F (-ft-^4 1 ) o88£. 
(a) 2- [ (N— 4 y/f/l-N- (4- (4-y b 

^y7i-A) \y-ifyx;i,*^n ) rsy] iix 
f;ixxf/i (t^i5 0 ) wia, 

[0064] 
Ht3 7] 



Et0 2 C 




OCH, 



[0065] tmmz'vkLtztmmttmzx 9^2 
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- [ ( N-4 y/f ^-N- (4-: 
*x/u) ) r * y ] ^isx^/uxx^/u- ( o . 8g) . 

P-^h/^7i-Mny|(0. 3 2gKetBH- 
h'J^A (0. 45g) » * (2ml ) , -rh^X 
( h'J7i-MX7-( y) J^z/VA. (10mg)S 
u'h^xy ( 1 0 m 1 ) ^AttJOlSSlSStL/i ( 3 . 5B# 
151) . RiBffit=IS«II»SBWc*^M» *>A (10ml) J 
WUXv-CttHBLfc ( 2 Om 1 X 2 ) . h/lx^Jf 

= 1 : 3)THSU mtmo. 6 6g*afe«»fli: 

Ht<57 6 - 7 8*C 
IR(cm') : 3418, 1725, 1341, 11 
88. 116 1 

MS (m/e ) : 406 (M* + 1 ) 363, 333. 
183. 84 (BP) 



0. 9 0 ( 6H, 
t. CH 3 ) , 1 
08 ( 2H, d. 
OCH 3 ) . 4. 



d. (C 
88 

C 

04 (2 



i H-NMR (CDC 1 3 ) 
H 8 ) 2 ) . 1 . 1 8 (3H. 

( 1 H . sept, C H ) . 3 . 
H 2 ) , 3. 88 (3H, s 
H, s, CH 2 ) , 4. 05 (2H, q, CH,) , 6. 
9 0—7. 9 6 (8H, m. 5r#3») 

(b) 2 - [ (N-^fV/f^-N- (4 - (4-^h 

(it&Ml 7 ) 
[0066] 
[^3 8 3 



H0 2 C 




OCH 3 



[0067] 2- [ (N->fy7'f^-N- (4- (4 

BH8x?-/Wx;*-r/l<' (-fb^ft 5 0) ( 0 . 66g) Ci 
? (5ml). im$tfr hV ( 0 . 1 3 g ) 

(1ml) SrJPx.TS?fiT'3lBf|^ffBf L^„ ?t«i 
U 1 0%ig&t:Mz_XMmzLte. z<nmtz£.tt:& 
fetftfgflfc, x*y-/i/?SiSII3-£, BWftO. 4 0 
g lb±f l 6 1 - 1 6 2"C 
I R (cm 1 ) : 3430, 2956, 1728, 16 
0 5, 1 338 

M S ( m/e ) : 378 (M'+l) , 3 4 7, 183 
(BP) 139 

iH-NMR (CDCI3) :0. 90 (6H, d. (C 
H 3 ) 2 ) , 1. 80 (1H, sept, CH), 3 . 0 3 

(2H, d. CH 2 ) , 3. 87 (3H, s, C H 3 ) , 
3. 98 (2H. s, CH 2 ) , 6. 95 — 7. 90 

(8H. m. 

(c) N-^.y-JjU^>—2- [ (N-^fy/f^- 



(17) nmW- 1 1 -2 3 6 3 6 9 

N— (4- (4-.* f^fy7x-;H -^y-fe>X>lofc 

[0068] 
Ub3 9] 



BnOHNOC 




OCH, 



[0069] 2- [ ( N-4 V7'f-/P-N- (4 - (4 
h^y7x-/P) ^yfyx/^-zl') ) 75/] 
(fl^tt 1 7 ) ( 0 . 3 0 g ) J^f;WA7 
5 H (20ml ) «f JKS-ti\ HOBt (0. 24g) 
tNEM (0. 36 g) fcAteSOftflttfLfc. <Tili~ 
^yy'/l/t Kn*v7PT5 yiSKJS ( 0 . 25g) . W 

sc d i ( 0 . 3 0 g ) ant. m^xsmrsmnt 

/:„M(20ml) fc&tt, WRxf-yu-cttliJLfc 
( 2 Om 1 x 3 ) . #&**Jum&ffia&&*Tim 

Ls «cBi*Lfe. rat. «wLfc. azures 

Wft370mg^. HMU 2 9-13 0°C 
I R (cm 1 ) : 3418, 2950. 1683. 15 
99. 1 389 

MS (m/e ) : 375 (M'-1 07 ) , 332, 2 
47, 183, 9 1 (BP) 

1 H-NMR (CDC 1 3 ) :0. 80 (6H, d, (C 
H 3 ) 2 ) , 1. 80 (1H, sept, C H ) , 2 . 9 4 

(2H, d, CHj) , 3. 65 (2H, s, CH 2 ), 
3. 87 (3H, s, OCH3). 4. 95 (2H. 
s, CH 2 ) , 6. 90 — 7. 80 (13H. m, 5?# 
I), 9. 20 (1H, s, NH) 

(d ) N-tKo^y-2- [ (N->f Y7f-/l—N- 

(4- (4-^hJfy7x-;l/)'<y€y^V*- 
)V) ) T5 J ] T-fe hTS K (fli-&ft4 1 ) OSSSh 

[0070] 

[ft4 0] 



HOHNOC 




OCH, 



[007 1 ] n-^^w^- 2- [ (N-^fy7 
■f-Zl'— N — (4- (4-yKy7i-;l-) O-^/X 
;^x;l^) ) 757] 7-feh7SK (0. 3 7g) £-r 
l7tFn77y (10ml) tjgws-fr. :m:5% 
y<C? -MfSOmg) Sr A*U *m^"x-C2 . 

tf:fe B 8 ?:,x^y-;ltm H B $t, aWftO. 2 5 
g fcftfc. R& 1 4 4 - 1 4 5*C 
IR(cm') : 3226, 1665, 1335, 12 
90, 1152 



BNSDOCID: <JP_41 1236369A_J_> 



(IS) 



Wffl¥ 11-236369 



MS (m/e ) : 375 (M'-17) , 332, 24 
7, 183, 9 1 (BP) 

'H-NMR (CDC1 3 ) :0. 94 (6H, d. (C 
H 3 ) 2 ) , 1. 86 (1H. se P t, C H ) , 3 . 0 0 

(2H. d, CH 2 ) , 3. 74 (2H, s, CH 2 ) , 
3. 87 (3H, s, OCH 3 ), 7. 0 0 — 7. 85 

(8H, m, 3r^m) , 9. 40(lH.bs,NH) 

[0072] mmms. 

N-b h'DJfy-2- [ (N--f V/f/l- N- (4- 
( 5-^f;l/-2-fx-^) <yt>xM^) ) 

(a) 2- [ (N-fy7'f^-N- (4- ( 5-y^ 
;l/-2-flz^) XA-*x;U) ) T$y]P 

[00 7 3] 
[fc4 1 3 



Et0 2 C 




CH, 



[00 74 3 2-^f^7x> (0. 9g) Sriai 
U:f HtFn77> (5ml ) fcAft, -20°CT' 
flttPUt. ^tL(Cn-7'>;HJ^- I >A (5. 8m 1 ) £ 
WTU 0t-C3 0*BfflB*Lfe. Ktzm&tt < 1 ■ 
2 5s) Ztnz. , S?ST' 1 mrlBBKfls Lfc . JKMfctWT 
^L^^StJ;0#^2- [ (^fy/f /U) - (4-7" 
Qt^y-tfy^^t-;!') -T5y ] Slxf/nxf 
/Ml. 70g) , fh7^rX (hij7x-;P*X7-f 

y) n^¥*7b, (lOmg) Ztint. Jniftil^L/t 
(3. 5B«§J) . ItU PKx^Tiiliaj ( 2 0 
m 1 x 3 ) . iHfcn*/Wi£t^£^Tifei*U 

•est* l*: . r&u iWiur^y^y/^^A (Pit 

Xf->P: n-^ty=l : 5) ftlL. BSWH7 3 

IR(cm') : 2950, 1755. 1332, 11 
88, 114 9 

MS (m/e) : 396 (M'-1 3) 353, 32 
2, 2 37, 17 3 (BP) 1 29 
1 H-NMR (CDC 1 3 ) 



H s ) 2 ) , 1 . 1 5 ( 3 H , 
( 1 H , sept, C H ) , 2 . 
H 3 ), 3. 05 (2H, d 



0. 90 (6H, d, (C 
t, CH 3 ) . 1 . S 5 
5 2 ( 3 H . s , C 
. CH,) ,4.03(2 



H, s. CH 2 ) , 4. 04 (3H, q, CH 2 ) , 6. 
78 ( 1 H, d, 3*3?) . 7. 1 8 ( 1 H, d. 3f# 
8R> . 7. 60 (2H, d, 5mi») , 7. 80(2 

h, d. 3$wm) 

(b) 2 - [ (N-^fV7f/P-N- (4- < 5-.X-*- 

*-2-fi-;n <y-tr>x^x/i^) ) ray ] If 
B? (-(1:^2 0) <mm. 




[007 53 
[•(1:4 2 3 



H0 2 C 



[00763 2- [ (N-^yyf/l^-N- (4- (5 
-^(f/l/-2-fxx;H 0-«f>X^x;W) ) T5 
7 ] iiSxf/i/xxf^ ( 0 . 7g)tx?y-;Kl 
Oml). #BHfc"?- h U ( 0 . 1 4 g > Stf* ( 5 
m 1 ) £Jo;lTt^T2llSISB» ! FUfc. jRNSU 10% 

U X;?y -/UTSSSft^-tir, @S»0. 5 8 g ar 6£ 

LTttfc. Mj£ 1 7 8- 1 8 0°C 
IR(cm') : 3058, 2944. 1722. 14 
0 1 

MS (m/e) : 368 ( M* + 1 ) 324. 237, 
173 (BP) 

'H-NMR (CDC1 S ) : 0. 89 (6H, d, (C 
H 3 ) t ) , 1 . 8 6 ( 1 H , sept, C H ) , 2 . 5 2 
(3H. s,CH 3 ). 3. 05 (2H, d. CH 2 ) , 
3. 98 (2H, s, CH 2 ), 6. 75 (1H, d, 
3r#») . 7 . 2 0 ( 1 H . d , 3f#iS) ,7.65 

(2H. d, , 7. so (2H. d, srsan 

(c) N-hKn^y-2- [ (N--fV7"f^-N- 
( 4 - ( 5 2-fx~;H 0-fe'yx;p*x 

/I) )7S7]7-bh7SH (-ft^Bl4 4 ) comm. 
[00773 



[^4 3 3 




HOHNOC^^N _ 



[0 07 83 2- [ (N-^fV7f;L'-N- (4 - (5 
-^f;p-2-fx-;n ^yt'yxMz;!.) ) 75 

y ] PIS (0. 4 g ) ZisA^tV-frlVJ^TS. K (10m 
1 ) £j§flf3-£. HOBt (0. 24 g) iNEM 
(0. 5 8 g) "CT 3 0 fttmf Lfz „ ZiXlZt. 

H ^ T 5 (0. 15g).WSCDI 

( 0 . 4 2 g ) fcArt-SaTl 2B*ffl«#U<:. 
(10ml ) (C&l7\ IfKx^TttHJLTt (20ml 

x 3 ) . »»xf-^«S:«aittft«*T«fe»L. £WTJK 

A< : n -^df-9-y= 1:1) TflWRLfc. £tfc*SA«r 
X ^ y -^TSJSA $ S 5 0 m g £ »fc . BW& 
1 3 9 - 1 4 0°C 

I R (cm 1 ) : 3274, 2950, 1659. 14 
64, 1 3 32 
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MS (m/e) : 309 (M*-7 3) 266, 23 
7, 1 73 (BP) 

iH-NMR (CDC1 3 ) :0. 90 (6H, d, (C 
H 8 ) 2 ) . 1. 8 5 ( 1 H , sept. C H ) , 2 . 5 2 
(3H. s, CH 3 ), 2. 95 (2H, d, CH,) , 
3. 75 (2H, s, CH 2 ), 6. 78 ( 1 H. d. 

3?mm) , 7 . 2 2 ( 1 h . d , 5?mm) ,7.70 

(2H. d, 3r#S> , 7. 80 (2H, d. 
[0079] ^J£CT4 . 



EtO 



[0081] ##M ( c ) tr»fcfl:£tt ( 1 . og)!: 

t°'J^>' ( 1 0m 1 ) icjgJKU 0*c*cflHf Lfc. vlix 
HCP-y Y*t>"<.>-t£y?*)V-fc—)l"?xi74 Y ( 0 . 7 
g) tin*.. ffifC2ftlWl#Ufc. **U 10%Jg 
»SrJni.T»1*Ctfca. ifKx^TjfiaiLfc (20 
m 1 x 3 ) . SI®x^JI£«&fa^?KTi5fc#U til 
fK*L*:. -Fiat, WttT^»J*y^9A <§H£ 
Xffl, : n-^"9-y= 1:1) TfMBU MrffcOBW 

IR(cm') : 3256, 2950, 1743, 15 
96, 149 3 

MS (m/e ) : 484 (M*) 44 1, 326 (B 



H0 2 C 



[0083] 2- [ (N-^yyf^-N- (4- (4 

-y v^i/^y-eyxiv-fr—^TS.; ) ^y-t'yx;i/* 
->u) ) T5 y ] i^if/n^t;i' ( 1 • 4 8 g ) & 
i?/-;M5ml) tJS»L« *UMfc"^hy»>A 
( 0 . 1 8 g ) fttf* (2ml) fcjoit . g&T"2B# 
IHHWFLfc. ttMU 1 OSflraifciTBJttfcLfc 
f*. BHSx^TttmLfe ( 1 0m 1 x 3 ) . Wxf 

aHBLT^'J^y^^^. (?nn*/W : y ?y— ^ 
= 3:1) Tfl U @Wftl. 2 5 g £&t B a H *: LTt# 
fc. 18^5 8-5 9*C. 

I R (cm 1 ) : 3500, 3262, 2950. 17 
25, 1 592 



BnOHNOC 



(19) 1 1 -2 36 369 

N-fc Kndfv—2- [ (N->fV/f;l/-N- (4- 
) 7*7] T-fe f T 5 K (M4 8) 

ft. 

(a) 2- [ (N-^fy/f/HN- (4- (4-yh 

)v) > r s y ] iixf^xxf^sa, 

[0080] 
[fL4 4] 




•NHSO2 




OCH, 



0. 88 (6H, 
t, CH 3 ) , 1 
00 (2H, d, 

, OCH3) , 4. 



d, (C 
8 0 

C 

00 (2 



-7. 80 (8H, m, 5r 



P) 262 

1 H — NMR (CDC 1 3 ) 
H 3 ) 2 ) , 1 . 18 (3H, 
( 1 H. sept, CH) , 3. 
H 2 ) , 3. 85 (3H, s 
H, q, CH 2 ) , 6. 90 

mm) 

(b) 2- [ (NHVW-N- (4- (4-yh 

=t^yt'y^^7Sy ) 

)V) )7$y]ii (-fk^Bj2 4) OKffi. 

[0082] 

Ht4 5] 




NHS0 2 - 




OCH, 



MS (m/e) :456 (M')4 1 3, 326, 1 7 
1 (BP) 12 3 

'H — NMR (CDC 1 3 ) : 0- 89 (6H, d, (C 
H 3 ) 2 ), 1 . 8 5 ( 1 H , sept, C H ) , 3 . 0 5 
(2H, d, CH 2 ) , 3. 85 (3H, s, OC 



H 3 ) , 4. 10 (2H, s 



, CH,) , 6- 80-7. 
8. 3 5 ( 1 H, s, N 



so (8H, m, ^mm) 

H) 

(c) N-^y vyM-^f ^-2- C ( N--f yy'f;i/- 
n- (4- (4-y h^y^y-ifyx/^- ;ursy ) 

[0 084] 
Ut4 6] 





>-NHS0 2 -^ />-OCH 3 



[0085] 2- [ (N-^yrt^- N- (4- (4 h^i^^-tf yX)Vfc— )VT S y ) 0-&>X>\sft 



<JP 411236369A I > 



—)U ) ) 75/] Ifcffi! ( 0 . 85g) 
TSH (20ml ) l«L, HOB t (0. 34 g) 
h N E M ( 0 . 5 1 g) *JWi3 0»«JiPLJt. iiXt 
^yy^tKDJfy^7S> (0. 35g) , WSCD 

I (0. 4 2g) £flD;L. M-C4«rlSHlifLfc. 

(20ml) C$>(t\ BHSx^-CttSB UflOral 

x3). wm^frMzt&miiMK-catfrL. &mx*m 

;P: n-^df-9->-= 1 : 1) t«lL, IWftll. 0 7 
g Z&ikt LX%ti. SlU^ 5 8 - 5 9°C 
IR(cm') : 3256, 2950, 1680, 15 
96, 1497 



HOHNOC 



(20) «FHFF 1 1 -2 3 6 3 6 9 

1H-NMR(CDC1 3 ) :0. 82 (6H, d, (C 
H 3 ) 2 ) , 1. 75 ( 1H, sept, CH) , 2. 8 5 
(2H, d, CH 2 ) , 3. 60 (2H, s, CH 2 ), 
3. 8 5 (3H, s, OCH 3 ). 4. 92 (2H, 
s, CHj), 6. 8 0 — 7 . 9 0 ( 1 3H. m, 
81) 

(d) N-tl'n^fy-2- [ (N--fV7f;l,-N T 
(4- (4-* h^^y-fe'y^/W^X/WTSy ) 

**yx>v*-tv) ) 7$/] r-fehrsH Hb^i4 

8 ) <OM&* 
[0086] 
[ft4 7] 




S0 2 ^j)-NHS0 2 -^^-OCH3 



[00 87] N-^y^^-^£y- 2- [ (N--fVy' 
f-yl — N — (4- (4-*V5;i/^>*£>X)V*—>VT 

5 y ) ^y-tfyx/u*^ ) ) r 5 y ] r-fe h r 5 h 

(1. 0g)5'fh7bKD77y(20ml)CiS 
U .TixiCSJ^^y^A 'If (lOmg) £A*U 

**#xt* intra. siaTT»fflea7cLfe. -t^-f m- 

S*iiU mWtX^VAy/l-^yM. (»Rx^/P: n- 
^■9->=3 : 1 ) t»lL. Bfl9fo7 50mgSafe 
tfH&fti: LXntl. 1 - 6 2-C 

IR(cm') : 3256, 2950, 1677, 15 
9 6. 1497 

MS (m/e ) : 400 (M'-39) 355, 326 
(BP) 262, 17 1 

'H-NMR (CDCI3) : 0. 88 (6H, d, (C 
H 3 ) 2 ) , 1 . 8 0 ( 1 H , sept, C H ) , 2 . 9 0 
(2H. d, CH 2 ), 3. 70 (2H, s, CH 2 ) , 
3. 86 (3H, s, OCH3) , 6. 9 0-7. 90 

(8h, m, ^mm) 

[00 88] HS6M5. 

N-tl'O^fy-2- [ (N-y^0^y/Mf;H 
N- (4 - (2 -7- J 4 )VT S 7) 'vy-'tf'y-X/U^-- 
/I ) ) 75/] T-bhTS F (<t^3 0 ) <rM&. 
(a) 2- [ (N-y^a^y;Mf;i/-N- (4- 
( 2-f/^f^7Sy ) *<.>-t£yX)l-fc-)V) ) 75 

y] ^isx^/pxx^/wos^o 

[0089] 
Ht4 81 



[0090] ##MT'^ Lfc|51«(7)73&Tl# htltc 2 - 

[ (N-v-ya's.dfy-^-y^i'-N- (4-T*y<y 
Myxiv-fc-H) ) 75/] pKxf-;i-xxx;i- ( 1 . 

og) it'jyy(iomi) izmmzit. o-cxtm 

Ltz. di(:fy^;^n7^( K (0. 4 1 g) S-Jd 

^?a-ciB#p B nttf ut. anau io%^K*in^ 

TKttKLfcl*. IfttX^rttttU^ ( 2 0m 1 x 

3) . iH»x^jg^iMd*«*-caHi»L,, »cr* 

n-^df^y=l : 1 ) T'tIL, BWttO. 8g 
SrafeOfelii: LT#fe. Mu& 1 4 8 - 1 4 9XZ. 
IR(cm') : 350 1, 3357, 2919, 16 
64, 1 5 92 

MS (m/e ) :464 (MM 392, 198 (B 
P) 

'H-NMR (CDC 1 3 ) : 0. 80 — 0. 90(2 

H, m, CH 2 ) , 1. 10 — 1. 30 (6H, m) , 

I. 5 0 ( 1 H, bs, CH), 1. 60—1. 80 
(5H. m), 3. 05 (2H, d, CH 2 ), 4. 0 
2 ( 2H, s, CH,) , 4. 10 (2H, q, C 
H 2 ) , 7. 0 5-7. 80 ( 7H, m, , 
8. 00 ( 1H, b s , NH) 

(b) 2- [ (N-y?DMy;Wf;L--N- (4- 
(2-f/-<^75y ) <y-b>^W-;H )75 
y] g^S (ft^6 ) *>K8c. 
[009 1 ] 

[fl:4 9] 



Et0 2 C 




NHCO 



H0 2 C 




NHCO 
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(2 1) 



[0092] 2- [ (N-i^O'vJr^k^fvw-N- 
(4- ( ) ^ytVWl/l/) ) 

7$7] llxf;pxxf^ ( 0 . 8 g ) £x? y-A 
(5ml) *Bt^ t- U ^ A ( 0 . 2 g ) 

m>°* omi) £Mz.xm&x'2mwifm% tfc. mm 
u i o%im^mtxmmztfzt&&cr>m^^t 

7 g Z&Skt LT%tz. US 1 5 8 - 1 5 9*C. 
IR(cm') : 3400, 2950, 1750, 16 
80, 1 600 

MS (m/e ) : 391 (M*-4 5 ) 381, 26 
6, 111 (BP) 



HOHNOC 



mm^¥- 1 1-236369 



) : 0. 



m, uh 2 > ,1.1 0 — 1 . 20 (3H 



80 — 0. 90(2 
m) , 
60— 1 . 80 
CH 2 ) ,3.9 
7. 90 (7H, 



! H-NMR (CDC 1 

H. m, CH 2 ) 

I . 5 5 ( 1 H, b s , CH) , 1 
(5H, m) , 3. 0 5 (2H, d, 
5 ( 2H, s, CH 2 ) , 7 . 0 0- 
m. 3f#If ) 

(c ) N-hh'odf^-2- [ (N-vy-o^^kX 
^-/p-n- (4- ( 2-t;4)VT$;) ^y^yxiv 
*->V) ) T$y] Tth7$ h* Ub£fe3 0) com 

[0 09 3] 
[fL5 0] 




NHCO 



[0094] 2- [ (N- 

(4 - ( 2— fy-f;ir 



is 9 v'/kx fvi— n - 
J ) ^y-t£>yjk*- IV) ) 



T 5 y ] It® ( ita^i 6 ) (0. 5g) *y^fW 
ATS MlOml) fcigjt?$-t!\ HOB t (0. 2 6 
g> tNEM (0. 4g) Z1)\\Z-3 0ftMtfLtz„ Zti 
IZh H u*cisiVT 5 ytai&a ( 0 . 12g) , WS CD 

i (o. 33g) zmz.. m.iSiX'1 2mmmwtfz. * 
* ( i om i > c$>tt, mm^ivxm&Lti (20m 

1 X3) . Wfox+frM&mmtsM&Tiit&L. t£MT 

*/kA : y 9J-)V= 10:1) TltSU BWftO . 
9 g SrffTt. Ul£ 1 6 5 - 1 6 6'C 
I R (cm 1 ) : 3298, 2920, 1593, 14 
5 2. 13 17 

MS (m/e) : 378 (M*-73) 295, 266 
(BP) 

1 H-NMR (CDC 1 3 ) : 0 . 

H, m. CH 2 ) ,1.1 0—1 

I. 55 (1H, bs, CH) , 
(5H,m),3.00(2H, 



80— 1 . 0 0 (2 
. 30 (3H, m) . 
1 . 6 0 — 1. 8 0 



d, CH 2 ) , 3. 7 
5 (2H, s, CH 2 ) , 7. 10-7. 90 (7H, 
m, ^WM) 

[0095] mtme. 

N-tKDJfy-2- [ (N-4V7^-/V-N- (4- 
(4-*i~}V7 x— AO <y-&yxivft—)V) ) 7*5 

si r-bhrs h uti*m4 o ) «a„ 

(a) 2- [ (N-^yyf^-N- (4- (4~S + 

>V7x.->v) <y-t£yx;v*-iv) ) rsy] iixf 
axj*7-a-£d$5&. 

[0096] 
HK5 1] 



Et0 2 C 




[0097] #*WT'* LfcH*tf>:&i£*C»fc 2 - 
[ (N-- f yy>/u-N- (4-7nt^t'y^w 
-;u) ) r 5 y ] Blxf^xxtA' ( 1 . 2g), p 
-^f^7i-.Woyi(0. 42g) , ^K^h'J 
( 0 . 4 4 g ) , ?Jc ( 2 m 1 ) „ x ( h 'J 

y^x iv-ftxy <y) ( l Omg ) at/ww 

xy(iomi) -kXf^mmA^tz ( 3 . 5B#r^) . 

SJiE?S(=l&ftetK*S+ h U *7 A (10ml ) Sr . 
h/Wxyfttait^ ( 2 Om 1 x 2 ) . b;l/xyi*t 

Ltyn^*7i. (SlflgX^/l-: n-^if>- = 
1:3) T'SSL, Btmi. 2s£ffifcXmz» 
IR(cmi) : 3448, 2950, 1 746, 1 3 
4 1, 119 1 

MS (m/e) : 390 (M* +1) 337, 221, 
158 (BP) 

1 H-NMR(CDC1 3 ):0.80(6H, d, (C 
H 3 ) 2 ) , 1. 15 (3H, t, CHj), 1. 85 

( 1 H, sept. CH) , 2. 50 (3H, s, C 
H 3 ) , 3. 05 (2H, d, CH 2 ), 4. 05 (2 
H. s. CH 2 ) , 4. 06 (2H, q, CH 2 ) , 6. 
60-7. 90 (8H, m, 5?#3I) 

(b) 2- [ (N--f V/f;|/-N- (4- (4-.*f- 

;P7xx;H <>-t£yx;k*x;p) ) rsy] (it 
£fc 1 6 ) 

[0098] 

I-fb5 2] 



BNSDOCID: <JP_41 1236369A__J_> 



H0 2 C 




CH, 



[0099] 2- [ (N-4 y^-N- (4- (4 
-^f;l^7i-;l/) W-b'yx^z ;w) ) T$y] p 
lxf/i,xxf^ ( l . 2 g ) dx^y-A- ( 5 m 

1 ) , ykMili- h V ( 0 . 2 4 g ) St/'* ( 1 m 

i ) nut. mi&T3stffmwLtz. mmt. 1 o%i& 

ZtiZFmL. x? y-;K"g^§tlW!t!jO . 7 4 
g £tt A£ LTftrt:. Bt^ 1 5 0 - 1 5 1 *C. 
IR(cra') : 2950, 1722, 1392, 12 
30, 115 2 

M S ( m/'e ) : 362 (M + +1)318, 231, 
152 (BP) 

1 H-NMR (CDC 1 3 ) : 0. 90(6H, d, (C 
H 3 ) 2 ) , 1 . 8 0 ( 1 H . sept, C H ) , 2 . 4 0 

(3H, s, CH 2 ) , 3. 00 (2H, d, CH 2 ) , 
4. 00 (2H. s, CH 2 ) , 7. 20 — 7. 90 

(8H, m. 5?Sat) 

(c) K-^y=J)V^^-2- [ (N-^V7'f;b- 
N- (4 - (4-^^71-;!/) 'O'-tfy.Xyl^x 

/to ) r$y] r-t J-rs h^R£. 

to 1 0 0] 
HL5 3] 



BnOHNOC 



[0 10 1] 2- [ (N-^fy/f^-N- (4 - (4 

-xf^7x-;H ot'yxM-yi.) ) 7 = y] if 

Bt (-fk^tjl 6 ) (0. 3 g ) 5:^f/^;ur5 H 
(20ml) . HOBt (0. 25g) fc N 

EM ( 0. 38 g) £Jn*.3 04HJH!FLfc. CliUc^y 
S^t Kodf^ur 5>dg&ig ( 0 . 26g) , WSC 

d i ( o . 3 1 g ) zmtm&x'mftLtz. m&znv 

TttifJ Ltz ( 2 0 m 1 X 3 ) . P@SXif-;WI£g&fO:fei£ 

0 . 2 6 g & QfeOlSAi: LTff*:. MA 14 3-14 
4°C 

IR(cmi) : 3274, 2920, 1683, 14 
82, 1 338 

MS (m/e ) : 466 (M*) 3 16, 23 5 (B 
P) 

'H-NMR (CDC1 S ) : 0. 86 (6H, d, (C 
H 3 ) 2 ) , 1 . 8 0 ( 1 H , sept, C H ) , 2 . 4 1 
(3H, s. CH 3 ) , 2. 93 (2H, d, CH 2 ) , 



(22) ftffljp 1 1 -2 36 369 

3. 65 (2H, s, CH 2 ) , 4- 95 (2H, s, 
CH 2 ) , 7. 2 0-7. 9 0 ( 1 3H, m, 5T# 
IS) , 9. 20 (1H, bs. NH) 
(d) N-tFn^fy-2- [ y/f/P-N- 
(4- (4 -y^-;P7 xX;W) <>"-fcf>-x,/P;fcx ;P) ) 

r$y] r-thT5 f HtittfM o) 

[0102] 
[-fL5 4] 




HOHNOC 




CH, 



[0103] n-<y=j)v^iy~2 - [ (N-^fyy 
f-;U-N- (4- (4-^f^7i-;P) ^ytVx/i/ 
*-^) ) 7i7] T-fehTS H (0. 2 5 g) Sr-rh 
5tKn75> (10ml ) izmmL. ;nt:5%A-5 
• ( 2 0m g ) *HPiT*3B^T2llfflafi| 
*»EU -fe^ l*Tr»U SHBLfc. ;<oaHBt;J: 

1 4 g 1 5 5-1 5 6°C 

IR(cm') : 3214, 2950, 1 659, 1 5 

96, 1 3 38 

MS (m/e ) : 360 (M'-1 6) 303, 23 
1.16 7 (BP) 



'H-NMR (CDC 1 3 ) 
H 3 ) 2 ), 1 . 88 ( 1 H 
(3H, s, CH 3 ), 3. 
3. 74 ( 2H, s , CH 



: 0. 94 (6H, d, (C 
sept, CH) , 2. 4 1 
0 0 ( 2H, d, CH 2 ) , 
2 ) , 7. 2 0~7. 9 0 



(8H, m, 5rSSt) , 9. 39 (1H, bs, NH) 

[0104] mtm\7 . 

2- [ (N-fy7f;|/-N- (4- (4-tHodfy 

<yt'y^;^-/H ) 757] St® (-fb£ 

^5 1 ) cvwm 

[0105] 
[<L5 5] 



H0 2 C 




[0 106] I3fc0|2<7) (b) -C'#3t2- [ (N-- f y 
7>^-N- (4- (4~y h^y7i-^) OHf>- 
X;U*x;H ) T5y] mm (-ffr^l 7) (0. 2 5 

g) ^mt^^y ( i om i ) izmmi-. 

-fan* ( o . 4mi) zm*-. o^mt^L 

fc. jftttU PRxf-^TIftajLTt: (20mlX2). 
: y*y-^=3 : l ) -Cfir«Lfc. BWmo. 
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(23) 



2 0 g * Sfel&ftTWfc. MLfA 170-171 °C 

I r; ( <: m> ) : 3358, 3168, 1728. i 6 

11. 114 0 

VIS ( in e ) : 363 (M + ) , 305, 233, 1 
6 9 (BP) 139, 

1 1 1 N MR ( CDC 1 3 ) : 0 . 9 0 ( 6 H , d . ( C 
H ) ) , 1. 85 (1H, sept, CH) , 3 . 0 8 
(211. d. CH 2 ) , 4. 01 (2H, s, CH,), 
«,.«><) 7.9 0 (8H, m, 3f#8t) 

t<» i o7] mums. 

n t Po=f^-2- [ <n-> fV7>/u— n- (4- 
< j t w*ri/y x.—>\/) ^y^yx>Vrf—)V) ) T 
I ' -r-fc ITS H (fl^W 5 2 ) <7)*i?£ 
to 1 (18] 
I (L ' < • ] 



IIOIINOC 




OH 



I > > 1 <• <>] HMCT2C7) ( d ) -CWfcN-b Ko^fy- 
_ : ! N-^/7"f^-N- (4 - (4-^b^fy7 

■ .-'I - X/l*-)l<) ) 7 5 7 ] 

(L.'rVl-l 1 ) (0. lOglS-M^fWXSra 
i <:.;VWL . ^.r^JUMSR (0. 3m 1 ) £^i£ 

■ m • : -5 . 5 B#if»i}f l tz . mm L , u ^ 

. • »nn*w : 7^7-/1-= 3 : 1 ) fWiSL 
' 1 1 inn 0 . 0 8 g & SfelNifCfcfc . Mu£ 5 6 - 5 

I ». ■ ■ i" 1 ) : 3262, 2956, 1 674, 1 5 
•• i • 1 ■»«) 2 

'.!••• ) : 305 (M'-7 3) , 262, 23 

I !• . 167, 115 
'.Ml; ( C D 3 O D ) : 0 . 92 ( 6 H , d , (C 

II ■ . 1 . 8 5 ( 1 H , sept, CH) , 2. 9 5 
.11 .1, CH 2 ) , 3. 74 (2H, s, CH 2 ) , 

- . " > 7 . 9 0 ( 8 H , rn , J^mM ) 
[•■ 1 l«>] -rMm9. 

•N i '/7"f/l- N- (4- ( 3-7577i 
.-'i ■ -f >x;i*-^) ) 757] Uk£W5 

• i ' J r (N-- f V7*f/I/-N- (4- ( 3--N 
iv'j -'I ) ^>-t:>AM-;l) ) 757] ItKxf- 

'I X • , . 'r'U')i£„ 
[•Mil] 
tfl' 7] 



Et0 2 C 




1$ ffl*? 1 1-236369 



[0112] Ltz t nm^-timz x o 2 

- [ (N--<V7f;l-N- {A--fn^O*£yX)V 
*-)V) ) 757] »SSx^-/U-r:^7 : -;l/ ( 1 . Og), 
m- — Yu7x.—>v#uym. < 0 . 8g) . MMi-hO 
*7A(1. Og) . # ( 5 m 1 ) ( hV7 

i-MX7<y) ( 1 5ms) MfbtUX. 

y(30ml) fcTjhJnS&afifttfc ( 3 . 5^f3) . R 
^WftftKIK**-*- b V a ( 2 0 m 1 ) SrJnx Wi- 
xytia Lit ( 2 0 m 1 X 2 ) . Wlxyjf £ffeH]|& 

3 ) THNR L, @ WW 1 . 4 g Sr$fcflcT»fc . 1&£ 7 6 
-7 8°C 

IR(cmi) : 2950, 2866, 1737, 15 
30, 14 67 

MS (m/e) : 42 1 (M*> . 377, 347, 2 
67, 89 (BP) 
'H-NMR (CDC 1 3 ) : 
H 3 ) 2 ) , 1 . 2 0 ( 3H, 
( 1 H. sept, CH ) , 3. 
H 2 ) , 4. 08 ( 2H, q 
H, s. CH 2 ) , 7. 60-8. 50 (8H, 

mm) 

(b) 2- [ (N-^V/f/p-N- (4- (3--h 



0. 90 (6H, d, (C 
t , CH 2 ) , 1 . 8 8 
10 ( 2H, d , C 
, CH 2 ) .4. 10(2 
m, Js 



[0 113] 
[-[L5 8] 

H0 2 C. 



io 




NO-, 



[0 1 14] 2- [ (N->TV7>^-N- (4- (3 
--fn7iz;H ^y-fe'yx;!*^-) ) 757] p 
Ixf^xxfA- ( 1 - 0 g ) t,ZX.?/-)V ( 1 Om 

1 ) . *mfc*- b 'J A ( 0 . 1 4 g ) RX/Aa ( 5 m 

1 ) S:JniTSBT3«rISHSfPLfc. jMRU 1 0%is 
»£Jn*.T»ttfcLfc. H®x^TttajL (20ml 

x2), WKx^/pjesTfiajjag^-r-ac^, sb-ck* 
us. rsu mmttz, mm *o. s 

gfcfc. n^i i so - 1 8 1°C 

IRfcm 1 ) : 3076, 2950, 29 14, 1 7 

2 5, 1 7 04 

MS (m/e ) :231(M + -161), 152 (B 
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P) , 84, 4 5 

1 H-NMR (CDC 1 3 ) : 0. 92 (6H, d . (C 
H 3 ) 2 ) , 1. 88 (1H, sept, CH), 3 . 10 

(2H, d, CHj), 4. 08 (2H, s, CH 2 ) , 
7. 6 0-8. 60 (8H, m, ^#g?) 

(c) 2 - [ (N— ' fY^/F-N- (4- (3-T5 
x.-)VX>*£ -yXfVfc —)V ) ) T 5 J ] PR ( € 
^i5 5) 

[0 1 15] 

[f5 9] 



H0 2 C 




.NH 2 



[0 1 1 63 2- [ (N-4 vm-N- (4- ( 3 
-zhD7x-^) ^<.y-fe>X;F*-/F) ) 757] » 
»(0. 5g)^f h5bFo77y (10ml) 

;flfc5^?^-ja(10mg) £A 

BftttfcO. 3giHfc,l)S78-80t: 
I R (cm 1 ) : 3406, 2944, 1740, 16 
00, 1180 

MS (m/e) : 363 (M'+l) , 233, 16 
8 , 141, 80 (BP) 

'H-NMR (CD 3 OD) : 0. 90 (6H, d. (C 
H 3 ) 2 ) , 1 . S 5 ( 1 H , sept, CH) , 3 . 0 8 
(2H, d, CH 2 ) , 4. 00 (2H, s, CH 2 ) , 
6. 8 0-7. 9 0 (8H. m, J?mm) 

[01 17] mum 1 0 . 

N-tFD^fv— 2- [ (N--^f VT^/F-N- (4- 
(3-7$y7i-^) \y-tV7^-/P) ) TS 

j 3 T-t ft $ f (fcsms 6 ) comm 

(a) N-O^/M-^r is- 2- [ (V7'f^- 
N — ( 4 - ( 3--bn7x-/H 0-tr>.X;Mr_- 

;f) ) rsy] 7-bh7iK«a 

[0 1 18] 
[ft6 0] 



(24) SrBHT 11-236369 

g).WSCDI (0. 46g) M^T6B#S 
8H¥Ufc. **(50ml) (~£>(t. H^X^/FTttJi} 

Lft(30mlX3), mm*i~)\>'MzmQ-&m*T8t 

^^x^-;pt-s^b b b lt awfe 0 . 7 g afeisa-c 
ntz. bi*i 3 3- 1 34-c 

IR(cm') :2944, 2866, 1674, 15 
30, 1 344 

MS(ra/e) : 388 (M*- 1 09 > , 358, 3 
04, 244. 168 (BP) 

'H-NMR (CDC 1 3 ) :0. 92 (6H, d, (C 
H 3 ) 2 ) . 1. 86 ( 1H, sept, CH) , 3. 0 2 
(2H, d, CHj) , 3. 35 (2H, s, CH 2 ) , 
3. 80 (2H, s, CH 2 ), 4. 85 (2H, s, 
CH 2 ) , 7. 30-8. 4 0 ( 1 3H, m. 5?# 
i) , 8. 50 (1H, bs, NH) 
[0120] (b) N-fc Kodf>—2- [ (N->f V 
y'^-JV-N- (4- (3-75 7 7x-^)^ym 
7F*-;F) ) 7 5 J ] T-fe F T £ F (-ffc-^J 56)«1 

[0121] 

[■ft 6 1 ] 




NO, 



BnOHNOC 



[0119] mmm9<r> ( b ) x-ntz 2 - [ ( n- 4 v 

7>/U— N- (4- ( 3--Fn7x-;F) 0-i2>X 
/F* - ;F ) ) T 5 y ] PIS ( 0 . 8 g ) 2r ^"7 ^F*/F 
A75 F (2 0m 1 ) KjgJl?$-g\ HO B t (0. 3 7 
g) iNEM (0. 4 7 g) *-faz.30 WmLt:. Z. 
tllzKyiSfrt F u*is)VT 5 >imtt& (0.39 




HOHNOC 



[0122] N-<y i J)Utt>'-2- I (N->f V7" 
?-/F-N- (4- ( 3-— h07x- /F) "^-fc'^XyF 
*-/F) ) 75/] T-feFTS F ( 0. 7 g ) £t"F9 
b Hn77> (30ml) CljgJBS-tL Ztl£.5%'*7 
WJ* ■ %im ( 2 Om g ) SrAtU **^"C2 . 5B# 

;F#7A (?nc?7h>FA : ^^y_;u=3 : i ) X'WM 
U BftfJ^O. 3g$rMtUt#/:. 11*65-66 

'C 

IR(cmi) : 3340, 3208, 2944, 16 
74, 1 593 

MS(m/e) : 31 8 <M*-5 9) . 304. 23 
2, 168 (BP), 152 

'H-NMR (CDC 1 3 ) : 0. 90 (6H, d, (C 
H 3 ) 2 ) , 1. 70 (2H, bs, NH 2 ) . 1. 85 
(1H, sept, CH) , 3. 00 (2H, d, C 
H 2 ) , 3. 75 (2H, s, CH 2 ) , 6. 6 0 — 7. 
9 0 (8H, m, 5r#g?) , 9. 42 (1H, bs, N 
H) 

[0123] mam 1 1 . 

2- [ (N--f V/f/l'-N- (4- (4-^/FvK^f^ 
7x-lH Ky*£yX)Vfr—)U) ) 7;/] IE®? (itS 

V»5 7) aymm. 
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(25) 




(a) 2 - [ (N-^fy^-N- (4 - 

[0 124] 
[ft6 2] 



Et0 2 C 



- [ (N-4 yy-f-zW-N- (4-yo ; E<:y-fe'>-.X^ 
jfcryw ) > T 5 y ] »gp:f-;pxx-f ;p ( 2 . 5g) . 
4-y7y7i-;^oyl(i. 15g) , MKth 
U ^A ( 1 . 6 8 g ) . 7j< ( 1 0 m 1 ) RTf h/PX>- 
(30ml) £A*U MftjlSfELfc ( 3 . 5B#PbT) . K 

;l-xyT-ttttiUc ( 3 Om 1 x 3 ) . hA-xvJlSrftEI 

3 ) T'WiL. g«ft2. 4g^S*t«. 
IR(cm') : 2950, 2866, 2224, 17 
3 7, 1 59 2 

MS (m/e) : 357 (M'-4 3) , 327, 24 
2, 1 78 (BP) , 151 

'H-NMR (CDC1 3 ) :0. 92 (6H, d, (C 
H 3 ) 2 ), 1. 20(3H. t, CH 3 ), 1. 88 
(1H, sept, CH), 3. 10 (2H, d, C 

4.08 (2H, q, CH 2 ) ,4.09(2 



CH,) , 7. 60 — 7. 90 (8H, m, 5r 



H 2 ) , 
H, s 

mm) 

(b) 2 - [ (N--f yyf/l/-N- (4 - (4-v-T 
/7xz;Kyt'yx;^;l/) ) 7S7] ffiM<F>m 

&. 

[0 12 6] 
Ht6 3] 



H0 2 C 




CN 



[0 1 2 7] 2- [ (N--f yyf/l-N- (4- (4 

-y7/7i-in ^y-t>Xii/*-;H ) rsy] » 
Kxf/i/xxf/i' ( 2 . 4 0 g ) tx? y— ;u ( 1 0 m 
1 ) , A<Miti- b 'J A ( 0 . 3 6 g ) &tf * ( 5 m 

1 ) *a*issti. ssraaHtLfc. «»u i o% 

JSBTCRttKLfc. PRx^U-Cttiai L (20ml X 
A : ^^y-;p=7 : 1 ) tfflLt. mtm&B-&Bi 



^pgH^F 11-236369 



b b b ( 1 . 7 9 g ) Mb£ 1 29-1 30*C 

IR(cm') : 3058, 2956, 2218, 1 7 
22, 1 5 96 

M S ( m,/ e) : 3 5 6 ( M + - 1 6 ) , 329, 24 
2, 178 (BP), 151 

'H-NMR (CDCI3) : 0. 90 (6H, d, (C 
H 3 ) 2 ), 1. 80 (1H, sept, C H ) , 3 . 0 5 

(2H, d , CH 2 ) , 4. 05 (2H, s, CH 2 ) , 
7. 60-8. 90 (8H, m, 3£#if?) 

( c ) 2 - [ N -4 V f^)V- N - ( 4 - (4 -ij)Vif- 

*is?x.-tv) <y€yx^x/i/) ) r = y] ef& 

[0 128] 
[-ft6 4] 



HO,C 




CQ 2 H 



[0129] 2 - [ ( N-4 V7'f;l/-N- (4 - (4 
-y777i-iW \yt'yx;P*^) ) 757] ft 
18(0. 1 g) £xyy-;M3m 1 ) KSWU 
McBHbfr y ( 0 . 0 7 g ) &lM< (2ml) Ail 
MfmiliLtz ( SBtH) . HH8U ( 1 Om 

1 ) StUd*. 1 03flffljrc»ttfc:Ui. Sfe*&ft#*£t 
4. ISflfcraU xyy-;lxT-SMB B B L, aWWSra 
fe^ B e B ( 0 . 6 g ) T»fc. Mu£> 2 5 0'C 

IRfcm 1 ) : 2950, 2662, 1719. 1.6 
89, 14 2 5 

MS (m/e) : 34 9 (M + -4 2) , 23 0. 1 9 
7. 1 52, 80 (BP) 

•H-NMR (DMSO) :0. 88 (6H, d, (C 
H 3 ) 2 ) , 1 . 9 5 ( 1 H, sept, CH) , 3. 0 5 
(2H. d, CH 2 ), 4. 02 (2H, s. CH,) , 
7. 80-8. 20 (8H, m, 55*81) 

[0130] mmm 1 2 . 

N-tKD^>- 2- [ (N-iV/f/l-N- (4- 

(4-7?^-i1^>-7xX;P) ^y^'yXW^H ) T 
Sy] T-fe h T 5 F (M5 8) C0»j£. 

(a) N-<yy;M-^-2- [ (N-f V7"f^- 
N- (4- (4-y7/7i-;P)'NytyX/^- 
/W) )7Sy]7th7S KOSSifc. 

[0131] 

[-ft6 5] 



BnOHNOC 




CN 



[0132] MM&l 1 1« (b) T1#7^2- t (N-4 



<JP 411236369A J > 



(26) 



nmW- 1 1 -2 36 369 



'/7'-;-)L-n- (4 - (4-^7y7x-;Ky^ 

il r|::-/L ) ) T 5 7 ] mm ( 1 . 5 g ) £ ^ ^-/I^iVP 
AT 5 K ( 3 Om 1 ) tC^^-tir. HO B t ( 0 . 7 4 
g ) > N EM ( 1 . 1 1 g ) irflni. 3 O^WfLfc. 
-c:^yy;Pt Fn^f 5 >t£Sgt5 (0.77 
K) . WSCDI (0. 9 3g) sin*. SiBT'8b$is 

m\itz, **(50mi) tc*»t«. sfe*6Ji#wai 

M . ft6g)i fifiteATWfc. «Uftl54-155 
( * 

I r.' < < m' ) : 2950, 2218, 1683, 15 
'»«.. 14S5 

\1 S < in e ) : 327 (M'-150) , 2 4 2, 1 



BnOHNOC 



[(•1 -11] N-O-y'^y-2- [ (N — f 77* 
-» U N - < 4- (4-y7/7x-.'H <>-t:>X^ 

I. -a i > 7*57] T-bhTS K ( 1. Og) Srx^y 
-a • 1 on. l ) izmtRZit. -cCVkgtfL^ 'J^A 

• < » =i « g ) (5ml) ^vh-JnSfiaSSiL L tz ( 5 
H-.r.*l ■ <cML. -fr.I'Vk < 2 Om 1 ) in*. 10%i§ 

in --r ir^^K mkLtzt mm ( o . 4g)^ae 

•MiT St& 1 92-1 93t 
I » • ) : 31 72, 2950, 1 6 86, 16 

• ■ v 112 2 

M • e ) : 2 9 1 ( M + - 2 0 5 > . 2 6 1, 1 



78, 1 0 5. 77 (BP) 

1 H-NMR (CDC1 3 ) : 0. 90 (6H, d, (C 
H 3 ) 2 ) , 1 . 80 ( 1H, sept, CH) , 2. 9 5 

(2H. d, CH 2 ), 3. 70 (2H, s, CH 2 ) , 
4. 95 (2H, s, CH 2 ) , 7. 3 0 — 7. 9 0 

( 1 3 H , m , ). 9. 20 (1H, bs, N 

H) 

(b) [ (N->fyyf;H 

— N — (4- (4-*/W1*^fy7i-;l') *^V*iV7.}V 

[0 133] 
[ft6 6] 




CO z H 



97, 1 0 5, 77 (BP) 

1 H-NMR(CDC1 3 ) :0. 90 (6H, d, (C 
H 3 ) 2 ) , 1 . 8 0 ( 1 H , sept, C H ) , 3 . 0 0 

(2H, d,CH 2 ). 3. 80 (2H, s. CH 2 ), 
4. 90 (2H, s, CH 2 ) , 7. 20 — 8. 20 

( 1 3H, m, 3r#8?) 

(c) N-th'o^^-2- [ (N--r yyt/p- n- 

(4 - (4-^M^y7i-ll) 0-fcf>x;U-*- 
;I0 ) 7S7] T-fe 17SK (t^»5 8) *>«a=. 
[0135] 
HL6 7] 



HOHNOC 



[,, \ , ,. ] N _/< :x ^j j -j f ^_2- [ (N--f VZf 
» a \ ( l - (4-^;i-^>-7x-yP) O-fe'y 
•.'t | ) ) 7$y] 7-t 17S K (0. 4g)*f 
l 'L I n y y y (30ml ) -t±\ dil(C5% 

' • » - -SadOOml) SrAitTfcS^T* 1 B# 

.l.V'.-h Mi fz, x?/-/W5m 1 •C-S^ B B B^^t >@S<J 

r» ■« 1 j 5 g ) sr afefefl-c»3t. M214-21 

I I. 1 - m< ) : 3256, 2950, 1683, 16 




COjH 



08, 14 2 5 

MS(m/e) : 333 (M*-73) , 290, 26 
1 , 1 99, 1 52 (BP) 

'H-NMR (DMSO) :0. 95 (6H, d, (C 
H 3 ) 2 ) , 1 . 7 5 ( 1 H , sept, C H ) , 3 . 0 0 

(2H. d,CH 2 ), 3. 79 (2H, s, CH 2 ), 
7. 90 — 8. 20 (8H, m, ^#g?) , 8, 98 

( 1 H, b s , NH ) 

[0137] 

[fS2] 
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(27) 



1f ffl¥ 1 1-236369 



it&VS No. 


M& CC) 


it£® No. 


»j£ CC) 


ft^fe No. 


fi*£ (t) 


I 


64—65 


22 


128-130 


43 


149-150 


2 


180—181 


23 


162-163 


44 


139-140 


3 


175—176 


24 


58-59 


45 


173-174 


4 


65-66 


25 


68-69 


46 


117-119 


5 


117.5-172.5 


26 


149-150 


47 


135—136 


6 


158-159 


27 


155-156 


48 


6t-62 


7 


! 180-181 


28 


122-123 


49 


122-123 


8 


180-181 


29 


68-70 


50 


76-78 


9 


159-160 


30 


165-166 


51 


170-171 


10 


170-172 


31 


169- 1 70 


52 


56-57 


11 


192-193 


32 


t53-t55 


53 


59-61 


12 


54-55 


33 


140-141 


54 


51-52 


13 


124-125 


34 


134 — 137 


55 


78 — 80 


14 


57-60 


35 


165-166 


56 


65-66 


15 


271-219 


36 


198—200 


57 


>250 


16 


150-151 


37 


133-134 


58 


214-215 


17 


161-162 


38 


lib 


59 


118-120 


18 


85-87 


39 


154-156 


60 


155-156 


19 


140-142 


40 


155-156 


61 


178-180 


20 


178-180 


41 


144—145 


62 


58-60 


21 


164-166 


42 


192-194 | 





[oi38] u mmp s{,zxhmm^v >j v 9 xammz.m-$ 

yn^^n7Dft-^ ( MMP s ) PlW^fflSrW £H«T§ 65fW»q«WC* 4. 



7ny h-^—iScoffiZ 

(51) Int. CI. 6 

A 6 1 K 31/38 
31/63 

C0 7C 303/38 
311/19 
311/29 

C07D 333/18 
333/38 



ADU 



mmw% 'M* mm 



F I 

A 6 1 K 31/38 
31/63 

C 0 7 C 303/38 
311/19 
311/29 

C0 7D 333/18 
333/38 



ADU 
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